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CLAIMS 



1 . Use of a kynurenine 3-hydroxylase inhibitor for the manufacture of a 
medicament for increasing the number of islets of Langerhans cells. 

2. Use of a kynurenine 3-hydroxylase inhibitor according to Claim 1, in the 
context of the treatment and/or prevention of diabetes, its complications and/or its 
related pathologies. 

3. Use of a kynurenine 3-hydroxylase inhibitor for the manufacture of a 
medicament for the treatment of prediabetes. 

4. Use according to Claim 3, for which the said prediabetes is an insulin- 
dependent prediabetes. 

5. Use according to Claim 3, for which the said "prediabetes is a non-insulin- 
dependent prediabetes. 

6. Use of a kynurenine 3-hydroxylase inhibitor for the manufacture of a 
medicament for the the treatment and/or prevention of insulin-dependent diabe- 
tes. 

7. Use of a kynurenine 3-hydroxylase inhibitor for the manufacture of a 
medicament for the prevention of non-insulin-dependent diabetes. 

8. Use of a kynurenine 3-hydroxylase inhibitor for the manufacture of a 
medicament for the treatment of early non-insulin-dependent diabetes. 

9. Use according to any one of Claims 3 to 8, for which the said treatment or 
prevention is by increasing the number of islets of Langerhans cells. 
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10. Use of a kynurenine 3-hydroxylase inhibitor in combination with one or 
more immunosuppressants, for the manufacture of a medicament for the preven- 
tion and/or treatment of insulin-dependent diabetes. 

1 1 . Use according to any one of the preceding claims, which is suitable for 
the said treatment arid/or the said prevention in the case of a patient with an 
impairment in the number of islets of Langerhans cells. 

12. Use according to Claim 1 1 , for which the said patient shows a decrease 
in the number of islets of Langerhans cells of at least 40%. 

13. Use according to Claim 11 or 12, for which the said patient shows a 
decrease in the number of islets of Langerhans cells of between 50% and 90%. 

14. Use according to any one of the preceding claims, which is suitable for 
the said treatment and/or the said prevention in the case of a patient with glucose 
intolerance. 

15. Use according to Claim 14, for which the said patient presents a fasting 
glycaemia of between 1.10 g/l and 1.26 g/l and a glycaemia after meals of 
between 1.40 g/l and 2 g/l after meals. 

16. Use according to any one of the preceding claims, which is suitable for 
the said treatment and/or the said prevention in the case of a patient with one or 
more anti-islets of Langerhans cells immunological markers. 

17. Use according to Claim 16, for which the said marker(s) indicate(s) the 
existence of an autoimmune response of the body directed against the antigenic 
markers of the body's islets of Langerhans cells. 

18. Use according to Claim 16 or 17, for which the said marker(s) is (are) 
chosen from the anti-islet (ICA), anti-glutamic acid decarboxylase (GAD), anti- 
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tyrosine phosphatase (IA-2) and anti-(pro)insulin (A I A) auto-antibodies, or the 
anti-carboxypeptidase H, anti-64kD and anti-heat shock protein antibodies. 

19. Use according to any one of the preceding claims, which is suitable for 
the said treatment and/or the said prevention in the case of a patient with insulin 
resistance. 

20. Use according to Claim 19, for which the said patient responds partially 



or 



not at all to insulin secreted by the beta cells or injected. 



21. Use according to any one of the preceding claims, for which the said 
patient presents a level of glycated haemoglobin of higher than 7%. 

22. Use according to any one of the preceding claims, for which the said 
patient has islets of Langerhans cells showing an anomaly of insulin secretion in 
response to glucose. 

23. Use according to any one of the preceding claims, for which the said 
patient presents a suppression of the early peak of insulin secretion. 

24. Use according to any one of the preceding claims, for which the said 
patient shows related hyperglycaemia and obesity. 

25. Use according to Claim 24, for which the said patient suffers from pae- 
diatric obesity. 

26. Use according to any one of the preceding claims, which is suitable for 
the said treatment and/or the said prevention in the case of a patient presenting 
any diabetic risk factor. 

27. Use according to Claim 25 or 26, for which the said risk factor is chosen 
from familial history, gestational diabetes, excess weight, obesity, insufficient 
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physical exercise, high blood pressure, a high level of triglycerides, hyperlipidae- 
mia and inflammation. 

28. Use according to any one of the preceding claims, comprising the in 
vitro treatment of isolated islets of Langerhans cells with the said kynurenine 3- 
hydroxylase inhibitor. 

29. Process for increasing the number or the insulin-secreting capacity of 
islets of Langerhans cells, comprising the in vitro application of a kynurenine 3- 
hydroxylase inhibitor to the said cells. 

30. Pharmaceutical composition comprising a kynurenine 3-hydroxyiase 
inhibitor in combination with one or more immunosuppressants. 

31 . Pharmaceutical composition according to Claim 30 or use according to 
Claim 1.1, for which the said immunosuppressant is chosen from any physical, 
chemical or biological agent for reducing or inhibiting the stimulation of an 
immune response of the body with an antigen. 

32. Use or process according to any one of the preceding claims, such that 
the islets of Langerhans cells represent the beta cells. 

33. Use or composition according to any one of the preceding claims, for 
which the said kynurenine 3-hydroxylase inhibitor is a compound of the general 
formula (I) or (II): 



R R ^ 

(1) (") 
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in which: 

W represents a divalent radical chosen from the following radicals: 

■J7 





R 11 

I^j and / 



R 1 represents a radical chosen from linear or branched alkyl containing 
from 1 to 14 carbon atoms and optionally substituted, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, a heterocyclic radical, an aryl radical and a heteroaryl radical; 

R 2 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkynyl, alkoxy, alkylthio, alkylcarbonyl, alkoxycarbonyl, aryl, 
heteroaryl, cycloalkyl and a heterocyclic radical; 

R 3 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, alkyl, 
alkenyl, alkynyl, alkoxy, alkylthio, aryl, heteroaryl, cycloalkyl and a heterocyclic 
radical; 

R 2 and R 3 together also possibly forming a group =CR 16 R 17 ; or alterna- 
tively together forming, with the carbon atom that bears them, a cycloalkyl radical 
or a heterocyclic radical; 

R 4 is chosen from hydroxyl, alkoxy, aikenyloxy, alkynyloxy, aryloxy, 
heteroaryloxy, -N(R 12 R 12 "), -N(R 12 )OR 13 , linear or branched alkyl containing from 
1 to 14 carbon atoms and optionally substituted, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, aryl, heteroaryl and a heterocyclic radical; 

• R 5 , R 6 , Ft 7 and R 8 , which may be identical or different, are chosen, 
independently of each other, from hydrogen, a halogen atom, and a nitro, cyano, 
hydroxyl, trifluoromethyi, alkyl, alkoxy, cycloalkyl or aryl radical; 

• the radicals R 5 and R 6 , on the one hand, or R 6 and R 7 , on the other 
' hand, may also form, together with the carbon atoms to which they are attached, 

a benzene ring optionally substituted by one or more groups, which may be iden- 
tical or different, chosen from a halogen atom, a trifluoromethyi, cyano or nitro 
radical, an alkyl radical and an alkoxy radical; 

• R 9 represents hydrogen or an alkyl radical; 

R 10 is chosen from an alkyl, an aryl and a heteroaryl radical; 
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R 12 and R 12 ', which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, alkynyl, alkyl- 
carbonyl, aryl or heteroaryl radical; or alternatively R 12 and R 12 ' may form, 
together with the nitrogen atom to which they are attached, a monocyclic or 
bicyciic heterocyclic group containing a total of 5 to 10 atoms, among which 1, 2, 
3 or 4 are chosen, independently of each other, from nitrogen, oxygen and sulfur, 
the said heterocyclic radical also optionally comprising 1 , 2, 3 or 4 double bonds 
and optionally being substituted by one or more chemical groups, which may be 
identical or different, chosen from hydroxyl, halogen atom, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, aryl, heteroaryl, heterocyclic radical and trifluoromethyl; 

Ft 13 is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, -N(R 12 R 12 ') or -N(R 12 )OR 13 radical; 

R 14 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkynyl, alkoxy, alkylthio, alkylcarbonyl, alkoxycarbonyl, aryl, aryl- 
alkyl, heteroaryl, cycloalkyl and a heterocyclic radical; 

R 14 may also form a bond with R 2 , thus forming a double bond 
between the carbon atoms respectively bearing the substituents R 14 and R 2 ; or 
alternatively R 14 forms, with R 2 and with the carbon atoms that bear them, a ring 
containing a total of 3, 4, 5, 6 or 7 carbon atoms, among which 1 , 2 or 3 may be 
replaced with an atom chosen from nitrogen, oxygen and sulfur, the said ring 
possibly comprising one or more unsaturations in the form of (a) double bond(s), 
and being optionally substituted by one or more radicals, which may be identical 
or different, chosen from oxo, alkoxy, alkoxycarbonyl and alkylcarbonyloxy; 

R 15 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkynyl, alkylcarbonyl, alkoxycarbonyl, alkoxy, alkenyloxy, alkynyl- 
oxy, aryloxy, cycloalkyloxy, heteroaryloxy, heterocyclyloxy, alkylthio, alkenylthio, 
alkynylthio, arylthio, cycloalkylthio, heteroaryithio, heterocyclylthio, aryl, hetero- 
aryl, cycloalkyl and a heterocyclic radical; 

R 14 and R 15 also possibly forming, together with the carbon atom that 
bears them, a cycloalkyl radical or a heterocyclic radical; 
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R 16 and R 17 , which may be identical or different, are chosen, independ- 
ently of each other, from hydrogen, a halogen atom, an alkyl, aryl, heteroaryl or 
cycloalkyl radical and a heterocyclic radical; or alternatively 

R 16 and R 17 form, together with the carbon atom that bears them, a 
cycloalkyl radical or a heterocyclic radical; and 

R 11 is chosen from hydrogen and an alkyl, aryl, arylalkyl, heteroaryl, 
heteroarylalkyl, cycloalkyl or cycloalkylalkyl radical, and any protecting group for 
an amine function; 

and also the possible geometrical and/or optical isomers thereof, and possi- 
ble tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

34. Use according to Claim 33, in which the compound belongs to the gen- 
eral formula (l). 

• 35. Use according to" any Claim 33 or 34, in which the compound of the 
general formula (I) has the following characteristics, taken separately or in com- 
bination: 

W represents a divalent radical chosen from the following radicals: 





and 



n 

R 1 represents a radical chosen from linear or branched alkyl containing 
from 1 to 14 carbon atoms and optionally substituted, alkenyl, cycloalkyl, cyclo- 
alkenyl, a heterocyclic radical, an aryl radical and a heteroaryl radical; 

. R 2 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkoxy, alkylthio, alkylcarbonyl, alkoxycarbonyl and aryl; 
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R 3 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, alkyi, 
alkenyl, alkoxy, alkylthio and aryl; 

16 17 

R 2 and R 3 together also possibly forming a group =CR R ; 
• R 4 ,is chosen from hydroxyl, alkoxy, alkenyloxy, alkynyloxy, aryloxy, 
heteroaryloxy, -N(R 12 R 12 '), -N(R 12 )OR 13 , linear or branched alkyl containing from 
1 to 14 carbon atoms and optionally substituted, cycloalkyl, cycloalkenyl, aryl, 
heteroaryl and a heterocyclic radical; 

R 12 and R 12 , which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, alkynyl, alkyl- 
carbonyl, aryl or heteroaryl radical; 

R 13 is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, - 

N(R 12 R 12 ') or -N(R 12 )OR 13 radical; 

R 14 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkoxy, alkylthio, alkylcarbonyl, alkoxycarbonyl, aryl and arylalkyl; 
R 14 may also form a bond with R 2 , thus forming a double bond between the car- 
bon atoms respectively bearing the substituents R 14 and R 2 ; or alternatively R 14 
forms, with R 2 and with the carbon atoms that bear them, a ring containing a total 
of 3, 4, 5 or 6 carbon atoms, among which 1 , 2 or 3 may be replaced with an 
atom chosen from nitrogen and oxygen, the said ring possibly comprising one or 
more unsaturations in the form of (a) double bond(s), and being optionally sub- 
stituted by one or more radicals, which may be identical or different, chosen from 
oxo, alkoxy, alkoxycarbonyl and alkyicarbonyloxy; 

. r 15 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkylcarbonyl, alkoxycarbonyl, alkoxy, alkylthio and aryl; 
R 16 is chosen from hydrogen and an alkyl or aryl radical; 

. R 17 re p reS ents a hydrogen atom; and 

. r 11 is chosen from hydrogen and any protecting group for an amine 
function; 

and also the possible geometrical and/or optical isomers thereof, and possi- 
ble tautomeric forms thereof; 
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the solvates and hydrates of these compounds; 

and the possible salts thereof with a pharmaceutical^ acceptable acid or 
base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

36. Use according to .one of Claims 33 to 35, in which the compound 
belongs to the family (la) of the general formula (I) in which: 

W represents a divalent radical chosen from the following radicals: 

R 11 

; J. and : 




R 14 




• R 1 .represents a radical chosen from linear or branched alkyl containing 
from 1 to 14 carbon atoms and optionally substituted, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, a heterocyclic radical, an aryl radical and a heteroaryl radical; 

R 2 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl. alkenyl, alkynyl, alkoxy, alkylthio, alkylcarbonyl, alkoxycarbonyl, aryl, 
heteroaryl, cycloalkyl and a heterocyclic radical; 

• R 3 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, alkyl, 
alkenyl, alkynyl, alkoxy, alkylthio, aryl, heteroaryl, cycloalkyl and a heterocyclic 
radical; 

R 2 and R 3 together also possibly forming a group =CR 16 R 17 , or alterna- 
tively forming, together with the carbon atom that bears them, a cycloalkyl radical 
or a heterocyclic radical; 

R 4 is chosen from hydroxyl, alkoxy, alkenyloxy, alkynyloxy, aryloxy, 
heteroarytoxy, -N(R 12 R 12 '), -N(R 12 )OR 13 , linear or branched alkyl containing from 
1 to 14 carbon atoms and optionally substituted, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, aryi, heteroaryl and a heterocyclic radical; 

R 12 and R 12 ', which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, alkynyl, alkyl- 
carbonyl, aryl or heteroaryl radical; or alternatively R 12 and R 12 ' may form, 
together with the nitrogen atom to which they are attached, a monocyclic or 
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bicyclic heterocyclic group containing a total of 5 to 10 atoms, among which 1, 2, 
3 or 4 are chosen, independently of each other, from nitrogen, oxygen and sulfur, 
the said heterocyclic radical also optionally comprising 1 , 2, 3 or 4 double bonds 
and optionally being substituted by one or more chemical groups, which may be 
identical or different, chosen from hydroxyl, halogen atom, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, aryi, heteroaryl, heterocyclic radical and trifluoromethyl; 

R 13 is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, -N(R 12 R 12 ') or -N(R 12 )OR 13 radical; 

R 14 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkynyl, alkoxy, alkylthio, alkylcarbonyl, alkoxycarbonyl, aryl, aryl- 
alkyl. heteroaryl, cycloalkyl and a heterocyclic radical; 

R 14 may also form a bond with R 2 , thus forming a double bond between the car- 
bon atoms respectively bearing the substituents R 14 and R 2 ; or alternatively R 14 
forms, with R 2 and with the carbon atoms that bear them, a ring containing a total 
of 3, 4, 5, 6 or 7 carbon atoms, among which 1, 2 or 3 may be replaced with an 
atom chosen from nitrogen, oxygen and sulfur, the said ring possibly comprising 
one or more unsaturations in the form of (a) double bond(s), and being optionally 
substituted by one or more radicals, which may be identical or different, chosen 
from oxo, alkoxy, alkoxycarbonyl and alkylcarbonyloxy; 

. R 15 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, carboxyl, 
alkyl, alkenyl, alkynyl, alkylcarbonyl, alkoxycarbonyl, alkoxy, alkenyloxy. alkynyl- 
oxy, aryloxy, cycloalkyloxy, heteroaryloxy, heterocyclyloxy, alkylthio, alkenytthio, 
alkynylthio, arylthio, cycloaikylthio, heteroarylthio, heterocyclylthio, aryl, hetero- 
aryl, cycloalkyl and a heterocyclic radical; 

R 14 and R 15 also possibly forming, together with the carbon atom that 
bears them, a cycloalkyl radical or a heterocyclic radical; 

R 16 and R 17 , which may be identical or different, are chosen, independ- 
ently of each other, from hydrogen, a halogen atom, an alkyl, aryl, heteroaryl or 
cycloalkyl radical and a heterocyclic radical; or alternatively 
R 16 and R 17 form, together with the carbon atom that bears them, a cycloalkyl 
radical or a heterocyclic radical; and 
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• R 11 is chosen from hydrogen and an alkyl, aryl, arylalkyl, heteroaryl, 
heteroan/lalkyl, cycloalkyl or cycloalkylalkyl radical, and any protecting group for 
an amine function; 

• with the restriction that when R 3 , R 2 and R 14 each represent hydrogen, 
then R 15 is other than an alkyl radical, optionally substituted by aryl, heteroaryl, 
cycloalkyl and a heterocyclic radical; 

and also the possible geometrical and/or optical isomers thereof, and possi- 
ble tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and the possible salts thereof with a pharmaceutically acceptable acid or 
base, or alternatively the pharmaceutically acceptable prodrugs of these com- 
pounds. 

37. Use according to Claim 36, in which the compound belongs to the family 
(lb) of the general formula (I) in which: 

• W represents a divalent radical chosen from the radicals: 

R 15 R 1 
and 

R 14 

• R 1 represents a phenyl radical, optionally substituted by 1, 2 or 3 
groups chosen from cyano, nitro, phenyl, benzyl, alkyl, alkenyl containing from 2 
to 4 carbon atoms, alkynyl containing from 2 to 4 carbon atoms, alkoxy, thiol 
-SR 13 ', -S(0)R 13 ' and -S(0 2 )R 13 ', and a halogen atom; 

• R 2 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, optionally 
substituted alkyl, in particular benzyl, alkenyl containing from 2 to 4 carbon 
atoms, alkoxy, alkylthio and phenyl; 

• R 3 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, optionally 
substituted alkyl, in particular benzyl, alkenyl containing from 2 to 4 carbon 
atoms, alkoxy, alkylthio and phenyl; 

"16 17 

R 2 and R 3 together also possibly forming a group =CR R ; 




WO 2004/060368 



73 



PCT/EP2003/014538 



R 4 is chosen from hydroxy!, optionally substituted alkoxy, in particular 
benzyloxy, alkenyloxy containing from 2 to 4 carbon atoms, alkynyloxy containing 
from 2 to 4 carbon atoms, phenoxy, -N(R 12 R 12 ') and -N(R 12 )OR 13 ; 

R 12 and R 12 ', which may be identical or different, are chosen, 
independently of each other, from hydrogen, an optionally substituted alkyl radi- 
cal, in particular benzyl, alkenyl containing from 2 to 4 carbon atoms, alkynyl 
containing from 2 to 4 carbon atoms, and phenyl; 

R 13 is chosen from hydrogen, an optionally substituted alkyl radical, in 
particular benzyl, alkenyl containing from 2 to 4 carbon atoms, alkynyl containing 
from 2 to 4 carbon atoms, and phenyl; 

R 13 ' is chosen from an optionally substituted alkyl radical, in particular 
benzyl, alkenyl containing from 2 to 4 carbon atoms, alkynyl containing from 2 to 
4 carbon atoms, phenyl and -N(R 12 R 12 '); 

R 14 is chosen from hydrogen, a halogen atom, hydroxy!, thiol, option- 
ally substituted alkyl, in particular benzyl, alkenyl containing from 2 to 4 carbon 
atoms, alkoxy, alkylthio and phenyl; 

R 14 may also form a bond with R 2 , thus forming a double bond between the car- 
bon atoms respectively bearing the substituents R 14 and R 2 ; 

R 15 is chosen from hydrogen, a halogen atom, hydroxy!, thiol, option- 
ally substituted alkyl, in particular benzyl, alkenyl containing from 2 to 4 carbon 
atoms, alkoxy, alkylthio and phenyl; 

R 16 is chosen from hydrogen, a halogen atom, hydroxyl, thiol, option- 
ally substituted alkyl, in particular benzyl, alkenyl containing from 2 to 4 carbon 
atoms, alkoxy, alkylthio and phenyl; and 
• R 17 represents a hydrogen atom; 

with the restriction that when R 3 , R 2 and R 14 each represent hydrogen, then 
R 15 is other, than an alkyl radical^ optionally substituted by aryl, heteroaryl, 
cycioalkyl and a heterocyclic radical; 

and also the possible geometrical and/or optical isomers thereof, and the 

possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 
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■ and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

38. Use according to either of Claims 33 and 34, in which the compound is 
chosen from the famiiy (Ic) of the general formula (I), in which: 
• W represents the divalent radical: 




• Ft 1 represents a radical chosen from linear or branched alky! containing 
from 1 to 14 carbon atoms and optionally substituted, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, a heterocyclic radical, an aryl radical and a heteroaryl radical; 

• R 2 represents hydrogen; 

• R 3 represents hydrogen; 

R 4 is chosen from hydroxy!, alkoxy, alkenyloxy, alkynyloxy, aryloxy, 
heteroaryloxy, -N(R 12 R 12 *) and -N(R 12 )OR 13 ; 

R 12 and R 12 ', which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, alkynyl, alkyl- 
carbonyl, aryl or heteroaryl radical; or alternatively R 12 and R 12 '. may form, 
together with the nitrogen atom to which they are attached, a monocyclic or 
bicyclic heterocyclic group containing a total of 5 to 10 atoms, among which 1, 2, 
3 or 4 are chosen, independently of each other, from nitrogen, oxygen and sulfur, 
the said heterocyclic radical also optionally comprising 1 , 2, 3 or 4 doubie bonds 
and optionally being substituted by one or more chemical groups, which may be 
identical or different, chosen from hydroxyl, halogen atom, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, aryl, heteroaryl, heterocyclic radical and trifiuoromethyl; 

r 13 is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, -N(R 12 R 12 ') or -N(R 12 )OR 13 radical; 

• R 14 represents hydrogen; 

• R 15 represents hydrogen; 
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and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutically acceptable prodrugs of these com- 
pounds. 

39. Use according to either of Claims 33 and 34, in which the compound is 
chosen from the family (Id) of the general formula (I), in which: 
• • W represents the divalent radical: 



15 




R 1 represents a radical chosen from linear or branched alkyl containing 
from 1 to 14 carbon atoms and optionally substituted, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, a heterocyclic radical, an aryl radical and a heteroaryl radical; 

• R 2 represents hydrogen; 

• R 3 represents hydrogen; 

R 4 is chosen from hydroxyl, alkoxy, alkenyloxy, alkynyloxy, aryloxy, 
heteroaryloxy, -N(R 12 R 12 ') and -N(R 12 )OR 13 ; 

• R 12 and R 12 , which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, alkynyl, alkyl- 
carbonyi, aryl or heteroaryl radical; or alternatively R 12 and R 12 ' may form, 
together with the nitrogen atom to which they are attached, a monocyclic or 
bicyclic heterocyclic group containing a total of 5 to 10 atoms, among which 1 , 2, 
3 or 4 are chosen, independently of each other, from nitrogen, oxygen and sulfur, 
the said heterocyclic radical also optionally comprising 1 , 2, 3 or 4 double bonds 
and optionally being substituted by one or more chemical groups, which may be 
identical or different, chosen from hydroxyl, halogen atom, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, aryl, heteroaryl, heterocyclic radical and trifluoromethyl; 

• R 13 is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, -N(R 12 R 12 ') or -N(R 12 )OR 13 radical; 
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• R 14 represents hydrogen; and 

R 15 is chosen from hydroxy!, alkoxy, alkenyioxy, alkynyloxy, aryloxy, 
cycloalkyloxy, heteroaryloxy and heterocyclyloxy; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with, a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

40. Use according to either of Claims 33 and 34, in which the compound is 
chosen from the family (le) of the general formula (I), in which: 

• W represents the divalent radical: 




R 1 represents a radical chosen from linear or branched alky I" containing 
from 1 to 14 carbon atoms and optionally substituted, alkenyl, aikynyl, cycloalkyl, 
cycloalkenyl, a heterocyclic radical, an aryl radical and a heteroaryl radical; 

R 2 and R 14 together form a bond, thus forming a double bond between 
the carbon atoms respectively bearing R 2 and R 14 ; 
• R 3 represents hydrogen; 

R 4 is chosen from hydroxyl, alkoxy, alkenyioxy, alkynyloxy, aryloxy, 
heteroaryloxy, -N(R 12 R 12 ') and -N(R 12 )OR 13 ; 

R 12 and R 12 ', which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, aikynyl, alkyl- 
carbonyl, aryl or heteroaryl radical; or alternatively R 12 and R 12 ' may form, 
together with the nitrogen atom to which they are attached, a monocyclic or 
bicyclic heterocyclic group containing a total of 5 to 10 atoms, among which 1 , 2, 
3 or 4 are chosen, independently of each other, from nitrogen, oxygen and sulfur, 
the said heterocyclic radical also optionally comprising 1, 2, 3 or 4 double bonds 
and optionally being substituted by one or more chemical groups, which may be 
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identical or different, chosen from hydroxyl, halogen atom, alky!, alkenyl, alkynyl, 
alkoxy, alkylthio, aryl, heteroaryl, heterocyclic radical and trifluoromethyl; 

R 13 ' is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, -N(R 12 R 12 ") or -N(R 12 )OR 13 radical; and 

• R 15 represents hydrogen; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

41. Use according to either of Claims 33 and 34, in which the compound is 
chosen from the family (If) of the general formula (I), in which: 

• W represents the divalent radical: 




. R 1 represents a radical chosen from linear or branched alkyl containing 
from 1 to 14 carbon atoms and optionally substituted, alkenyl, alkynyl, cycloalkyl, 
cycloalkenyl, a heterocyclic radical, an aryl radical and a heteroaryl radical; 

r 2 and R 14 together form a bond, thus forming a double bond between 
the carbon atoms respectively bearing R 2 and R 14 ; 

• R 3 represents hydrogen; 

. R 4 is chosen from hydroxyl, alkoxy, alkenyloxy, alkynyloxy, aryloxy, 
heteroaryloxy, -N(R 12 R 12 ') and -N(R 12 )OR 13 ; 

R 12 and R 12 ', which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, alkynyl, alkyl- 
carbonyl, aryl or heteroaryl radical; or alternatively R 12 and R 12 ' may form, 
together with the nitrogen atom to which they are attached, a monocyclic or 
bicyclic heterocyclic group containing a total of 5 to 10 atoms, among which 1, 2, 
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3 or 4 are chosen, independently of each other, from nitrogen, oxygen and sulfur, 
the said heterocyclic radical also optionally comprising 1, 2, 3 or 4 double bonds 
and optionally being substituted by one or more chemical groups, which may be 
identical or different, chosen from' hydroxyl, halogen atom, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, aryl, heteroaryl, heterocyclic radical and trifluoro methyl; 

R 13 is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, -N(R 12 R 12 ') or -N(R 12 )OR 13 radical; and 

R 15 is chosen from hydroxyl, alkoxy, alkenyloxy, alkyhyloxy, aryloxy, 
cycloalkyloxy, heteroaryloxy and heterocyclyloxy; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

42. Use according to either of Claims 33 and 34, in which the compound is 
chosen from the family (Ig) of the general formula (I), in which the compound is 

chosen from: 

4-(4'-methylcyc!ohexyl)-4-oxobutanoic acid; 
2-hydroxy-4-(3',4'-difluorophenyl)-4-oxobutanoic acid; 
2-methoxy-4-(3',4'-difIuorophenyl)-4-oxobutanoic acid; 
2-hydroxy-3-methyl-4-(3 ) ,4 , -dichlorophenyl)-4-oxobutanoicacid; 
2-hydroxy-3-phenyl-4-(3',4'-dichlorophenyl)-4-oxobutanoicacid; 
2-hydroxy-3-benzyl-4-(3',4'-dichlorophenyl)-4-oxobutanoicacid; 
2-methyl-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 
2-methyl-4-(3',4'-difluorophenyl)-4-oxobutanoic acid; 
2-chloro-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 
2-chloro-4-(3*,4'-difluorophenyi)-4-oxobutanoic acid; 
2-vluoro-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 
: 2-fiuoro-4-(3',4'-difluorophenyl)-4-oxobutanoic acid; 

2-thiomethyl-4-(3 , ,4'-dichlorophenyl)-4-oxobutanoic acid; 
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2-methylidene-4-(3',4'-clichlorophenyl)-4-oxobutanoic acid; 
2-phenyl-4-(3',4 , -dichlorophenyl)-4-oxobutanoic acid; 

2- benzyl-4-(3' ) 4'-dichlorophenyl)-4-oxobutanoic acid; 

3- methyl-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 

3- phenyl-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 
. 3-benzyl-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 

methyl (aS)-2-hydroxy-4-(3',4'-dichiorophenyl)-4-oxobutanoate; 
methyl (H,S)-2-ben2yl-4-(3',4'-dichlorophenyl)-4-oxobutanoate; 

4- (3'-fluorophenyl)-4-oxo-2-butenoic acid; 
4-(3'-chiorophenyl)-4-oxo-2-butenoic acid; 
4-(3'-nitrophenyl)-4-oxo-2-buten6ic acid; 
4-(3'-fluoro-4'-methoxyphenyi)-4-oxo-2-butenoic acid; 

2- methyl-4-(3',4'-dichlorophenyl)-4-oxo-2-butenoic acid; 

3- methyl-4-(3' ( 4'-dichlorophenyl)-4-oxo-2-butenoic acid; 
3-phenyl-4-(3',4'-dichlorophenyi)-4-oxo-2-butenoic acid; 
3-benzyl-4-(3',4'-dichlorophenyl)-4-oxo-2-butenoic acid; 
2,3-dimethyl-4-(3 , ,4'-dichlorophenyl)-4-oxo-2-butenoic acid; 
2-hydroxy-4-(3'-chlorophenyl)-4-oxo-2-butenoic acid; 
2-hydroxy-4-(3'-fluorophenyl)-4-oxo-2-butenoic acid; 
2-hydroxy-4-(3\4'-dichlorophenyl)-4-oxo-2-butenoic acid; 
2-hydroxy-4-(3\4'-difluorophenyl)-4-oxo-2-butenoic acid; and 
2-hydroxy-4-(3 , -chloro-4'-methoxyphenyl)-4-oxo-2-butenoic acid; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

43. Use according to either of Claims 33 and 34, in which the compound is 
chosen from the family (Ih) of the general formula (I), in which: 
• W represents the divalent radical: 
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. pi ( R 2 , R 3 , R 4 , R 12 , R 12 ', R 13 and R 14 are as defined above; and 

• R 15 is chosen from a thiol, alkylthio, alkenylthio, aikynylthio, arylthio, 
cycloalkylthio, heteroarylthio or heterocyclylthio radical; 

with the restriction that when R 2 , R 3 and R 14 each represent hydrogen, then 
R 15 cannot represent a thiol or alkylthio radical; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

44. Use according to Claim 43, in which the compound is chosen from the 
family (li) of the general formula (I), in which: 

• W represents the divalent radical: 




• R 1 represents an aryl radical; 

• R 2 represent hydrogen, or forms a bond with R 14 ; 

• R 3 represents hydrogen; 

R 4 is chosen from hydroxyl, alkoxy, alkenyloxy, alkynyloxy, aryloxy, 
heteroaryloxy, -N(R 12 R 12 ') and -N(R 12 )OR 13 ; 

. R 12 and R 12 ', which may be identical or different, are chosen, 
independently of each other, from hydrogen and an alkyl, alkenyl, alkynyl, alkyl- 
carbonyl, aryl or heteroaryl radical; or alternatively R 12 and R 12 ' may form, 
together with the nitrogen atom to which they are attached, a monocyclic or 
bicyclic heterocyclic group containing a total of 5 to 10 atoms, among which 1, 2, 
3 or 4 are chosen, independently of each other, from nitrogen, oxygen and sulfur, 
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the said heterocyclic radical also optionally comprising 1 , 2, 3 or 4 double bonds 
and optionally being substituted by one or more chemical groups, which may be 
identical or different, chosen from hydroxyl, halogen atom, alkyl, alkenyl, alkynyl, 
aikoxy, alkylthio, aryl, heteroaryl, heterocyclic radical and trifluoromethyl; 

R 13 is chosen from hydrogen and an alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, -N(R 12 R 12 ') or -N(R 12 )OR 13 radical; 

• R 14 represents hydrogen, or forms a bond with R 2 ; and 

• R 15 represents an arylthio radical; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 



45. Use according to Claim 44, in which the compound is chosen from the 
family (Ij) of the general formula (I), in which: 
• W represents the divalent radical: 



• R 1 represents a phenyl radical; 

• R 2 represents hydrogen; 

• R 3 represents hydrogen; 

• R 4 is chosen from hydroxyl and an aikoxy radical; 

• R 14 represents hydrogen; and 

• R 15 represents a phenylthio radical; 

and also the possible geometrical and/or optical isomers thereof, and 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 



pounds. 




R 
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and also the possible salts thereof with a pharmaceuticaliy acceptable acid 
or base, or alternatively the pharmaceuticaliy acceptable prodrugs of these com- 
pounds. 

46. Use according to Claim 43, in which the compound is chosen from: 
2-benzylthio-4-phenyl-4-oxobutanoic acid; 
2-(4'-methylphenylthio)-4-phenyl-4-oxobutanoic acid; 
2-(4'-chlorophenylthio)-4-phenyl-4-oxobutanoic acid; 
2-(4'-fluorophenylthio)-4-phenyl-4-oxobutanoic acid; 
2-(4'-methoxyphenylthio)-4-phenyl-4-oxobutanoic acid; 
2-phenylthio-4-phenyl-4-oxobutanoic acid; 
2-carboxymethylthio-4-phenyl-4-oxobutanoic acid; 
2-cyclohexylthio-4-phenyl-4-oxobutanoic acid; 
2-(2'-naphthylthio)-4-phenyl-4-oxobutanoic acid; 
ethyl 2-phenylthio-4-phenyl-4-oxobutanoate; 
ethyl 2-(4'-fluorophenylthio>4-phenyl-4-oxobutanoate; 
ethyl 2-(4'-chlorophenyithio)-4-phenyl-4-oxobutanoate; 
ethyl 2-(4'-methylphenylthio)-4-phenyl-4-oxobutanoate; 
ethyl 2-(4'-methoxyphenylthio)-4-phenyl-4-oxobutanoate; • 
ethyl 2-(2'-naphthylthio)-4-phenyl-4-oxobutanoate; 
ethyl 2-cyclohexylthio-4-phenyl-4-oxobutanoate; 
ethyl 2-benzylthio-4-phenyl-4-oxobutanoate; 
2-phenylthio-4-(4'-methoxyphenyl)-4-oxobutanoic acid; 
2-(4'-fluorophenylthio)-4-(4'-methoxyphenyl)-4-oxobutanoic acid; 
2-(4'-chlorophenylthio)-4-(4'-methoxyphenyl)-4-oxobutanoicacid; 
2-(4'-methylphenylthio)-4-(4'-methoxyphenyl)-4-oxobutanoic acid; 
2-(4'-methoxyphenyithio)-4-(4 , -methoxyphenyl)-4-oxobutanoic acid; 
2-(2'-naphthylthio)-4-(4'-methoxyphenyl)-4-oxobutanoic acid; 
2-cyclohexylthio-4-(4'-methoxyphenyl)-4-oxobutanoic acid; 
2-benzylthio-4-(4'-methoxyphenyl)-4-oxobutanoic acid; 
2-phenylthio-4-(4'-chlorophenyl)-4-oxobutanoic acid; 
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• 2-(4 I -f!uorophenylthio)-4-(4'-chlorophenyI)-4-oxobutanoic acid; 

• 2-(4'-chlorophenyl)-4-(4'-chlorophenyi)-4-oxobutanoic acid; 

• 2-(4'-methylphenylthio)-4-(4'-chiorophenyl)-4-oxobutanoic acid; 

. 2-(4'-methoxyphenylthio)-4-(4'-chlorophenyi)-4-oxobutanoicacid; 

• 2-(2'-naphthylthio)-4-(4'-chlorophenyI)-4-oxobutanoic acid; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

47. Use according to either of Claims 33 and 34, in which the compound is 

chosen from: 

- 4-(3',4'-dichloropheny!)-4-oxobutanoic acid; 

- 4-(3',4'-difluorophenyl)-4-oxobutanoic acid; 

- methyl 4-(3\4'-dichlorophenyl)-4-oxobutanoate; 

- (f?,S)-2-hydroxy-4-(3'-ch!orophenyl)-4-oxobutanoic acid; 

- (R,S)-2-hydroxy-4-(3'-fluorophenyl)-4-oxobutanoic acid; 

- (fl,S)-2-hydroxy-4-(3'-nitrophenyl)-4-oxobutanoic acid; 

- (H,S)-2-hydroxy-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 

- (S)-2-hydroxy^-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 

- (fi)-2-hydroxy-4-(3\4'-dichlorophenyl)-4-oxobutanoic acid; 
-methyl (aS)-2-hydroxy-4-(3',4'-dichlorophenyl)-4-oxobutanoate; 

. - (R,S)-2-hydroxy-4-(3 , ,4'-difluorophenyl)-4-oxobutanoic acid; 

- (H,S)-2-methoxy-4-(3',4 , -difluorophenyl)-4-oxobutanoic acid; 

- (H,S)-2-methoxy-4-(3',4 , -dichlorophenyl)-4-oxobutanoic acid; 

- (R,S)-2-methyl-4-(3' I 4'-dichlorophenyl)-4-oxobutanoic acid; 

- (f?,S)-3-methyl-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 

- 2-hydroxy-3-benzyl-4-(3',4*-dichlorophenyl)-4-oxobutanoic acid; 

- (aS)-2-methyl-4-(3 , ,4'-difluorophenyl)-4-oxobutanoic acid; 
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. ( R> s)-2-chloro-4-(3',4 , -dichlorophenyl)-4-oxobutanoic acid; 

. ( Rj s)-2-methylidene^-(3',4 , -dichlorophenyl)-4-oxobutanoic acid; 

. ( Rj s)-3-phenyi-4-(3',4'-dichlorophenyl)-4-oxobutanoic acid; 

- methyl (aS)-2-benzyl-4-(3\4'-dichlorophenyi)-4-oxobutanoate; 
. (R j s)-2-phenyi-4-(3',4 , -dichlorophenyl)-4-oxobutanoic acid; 

. (/^s)-2-benzyl-4-(3\4'-dichlorophenyl)-4-oxobutanoic acid; 

- (£)-4-(3',4'-dichlorophenyl)-4-oxo-2-butenoic acid; 

- (E)-4-(3',4'-difluorophenyl)-4-oxo-2-butenoic acid; 

- (£)-4-(3'-fluorophenyl)-4-oxo-2-butenoic acid; 

- (£)-4-(3'-chlorophenyl)-4-oxo-2-butenoic acid; 

- (£)-4-(3'-nitrophenyl)-4-oxo-2-butenoic acid; 

- (£)-2-methyl-4-(3',4'-dichlorophenyl)-4-oxo-2-butenoic acid; 

- 3-methyi-4-(3',4 , -dichlorophenyl)-4-oxo-2-butenoic acid; 

- 3-benzyl-4-(3',4'-dichlorophenyl)-4-oxo-2-butenoic acid; 

- (£)-2-hydroxy-4-(3'-chlorophenyl)-4-oxo-2-butenoic acid; 

- (£)-2-hydroxy-4-(3'-fluorophenyi)-4-oxo-2-butenoic acid; 

- (£)-2-hydroxy-4-(4'-chlorophenyl)-4-oxo-2-butehoic acid; 

- (£)-2-hydroxy-4-(3',4'-dichiorophenyl)-4-oxo-2-butenoic acid; 

- (E)-2-hydroxy-4-(3',4'-difluorophenyl)-4-oxo-2-butenoic acid; 

- methyl (EJ^-hydroxy^-CS'^'-dichlorophenyO^-oxo^-butenoate; and 
„ ethyl (^^-hydroxy^-CS'^'-dichlorophenyO^-oxo^-butenoate; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

48. Use according to Claim 33, in which the compound belongs to the gen- 
eral formula (11). 
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49. Use according to Claim 33 or Claim 40, in which the compound belongs 
to the family (Ha) of the general formula (II) in which: 

• R 5 , R s ; R 7 and R 8 are as defined above; 

• R 9 represents hydrogen; and 

R 10 is chosen from a phenyl radical, optionally substituted in position 3 
and/or 4 with an alky! or alkoxy radical, preferably methyl or methoxy, and a 
naphthyl radical; 

and also, the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutically acceptable acid 
or base, or alternatively the pharmaceutically acceptable prodrugs of these com- 
pounds. 

50. Use according to Claim 33 or Claim 48, in which the compound belongs 
to the family (lib) of the general formula (II) in which: 

R 5 , R 6 , R 7 and R 8 , which may be identical or different, are chosen, 
independently of each other, from hydrogen, a halogen atom, a nitro radical. and a 
trifluoromethyl radical; 

the radicals R 6 and R 7 also possibly forming, together with the carbon atoms to 
which they are attached, a benzene ring, optionally substituted by one or more 
groups, which may be identical or different, chosen from a halogen atom and a 
trifluoromethyl, nitro or alkoxy radical; and 
R 9 and R 10 are as defined above; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutically acceptable acid 
or base, or alternatively the pharmaceutically acceptable prodrugs of these com- 
pounds. 



WO 2004/060368 



86 



PCT/EP2003/0 14538 



51. Use according to one of Claims 33, 48, 49 and 50, in which the com- 
pound is chosen from the list consisting of: 

4-methoxy-N-(4-naphthalen-2-ylthiazol-2-yl)benzenesulfonamide; 

4-amino-N-[4-(3-nitrophenyl)thiazol-2-yl]benzenesulfonamide; 
4-methyl-N-[4-(3-nitrophenyl)thiazol-2-yl]benzenesulfonamide; 
. a^-dimeihoxy-N-^-CS-nitrophenyOthiazol^-yllbenzenesulfonamide; 
4-methoxy-N-[4-(3-nitrophenyl)thiazol-2-yl]benzenesulfonamide; 
2-naphthalenesulfonic acid [4-(3-nitrophenyl)thiazol-2-yl]benzenesulfon- 
amide; 

- N-[4-(2-fluoro-5-trifluoromethylphenyl)thiazol-2-yl]-4-methylbenzenesulfon- 
amide; 

N-[4-(3-fluoro-5-trifluoromethylphenyl)thiazol-2-yl]-4-methylbenzenesulfon- 
amide; 

4-methyl-N-[4-(4-nitrophenyl)thiazol-2-yl]benzenesulfonamide; 
4-amino-N-[4-(2-fluoro-5-trifluoromethyiphenyl)thiazol-2-yl]benzenesulfon- 

amide; and 

3,4-dimethoxy-N-[4-(2-fluoro-5-trifluoromethylphenyl)thiazol-2-yl]benzene- 
sulfenamide; 

and also the possible geometrical and/or optical isomers thereof, and the 
possible tautomeric forms thereof; 

the solvates and hydrates of these compounds; 

and also the possible salts thereof with a pharmaceutical^ acceptable acid 
or base, or alternatively the pharmaceutical^ acceptable prodrugs of these com- 
pounds. 

52. Use of a compound as defined in any one of Claims 33 to 51 , for the 
preparation of a medicament for the prevention and/or treatment of diabetes, its 
complications and/or its related pathologies, by increasing the number of islets of 
Langerhans cells and reducing the risk of hypoglycaemia. 



- 53. Process for manufacturing a medicament for the the treatment and/or 
prevention of diabetes, its complications and/or its related pathologies, by 
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increasing the number of islets of Langerhans cells, in which at least one com- 
pound of the formula (I) or (II). as defined in one of Claims 1 to 34 is subjected to 
an in vitro test of inhibition of kynurenine 3-hydroxylase, and the molecules 
responding positively to the said tests are then conditioned in the form of a phar- 
maceutical composition, optionally with addition of a pharmaceutical^ acceptable 
filler or vehicle. 

54 process for screening candidate compounds for activity in the preven- 
tion or treatment of diabetes, its complications and/or its related pathologies, by 
increasing the number of islets of Langerhans cells by inhibiting kynurenine 3- 
hydroxylase, the said candidates not corresponding to formula (I) or (II) as 
defined in one of Claims 33 to 51 , in which process the candidate compounds are 
subjected to an in vitro test of inhibition of kynurenine 3-hydroxylase, and the 
candidate that has responded positively to this test is selected. 



